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142:69186 

Lipoxins and lipoxin analogs for the modulation of 
airway inflammation in patients with cystic fibrosis 
and related diseases 

Petasis, Nicos A.; Karp, Christopher L. 
USA 

PCT Int. Appl. , 66 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



•PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 
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WO 2004- 
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US 2003- 
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P 20030601 



US 2004-539820P P 20040127 

OTHER SOURCE (S) : MAR PAT 142:69186 ■/ 

AB This invention provides a method for treating pulmonary disease in 

patients with cystic fibrosis, variant cystic fibrosis, and non-cystic 
fibrosis bronchiectasis. The method involves administering a 
pharmaceutically effective amount of a lipoxin or lipoxin analog to subjects 
with cystic fibrosis or related disease, in amts. sufficient to 
downregulate harmful neutrophilic airway inflammatory responses. Lipoxin 
derivative preparation is included. 
IT Neutrophil 
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(airway neutrophilic inflammation; lipoxins and lipoxin analogs for the 
modulation of airway inflammation in patients with cystic fibrosis and 
related diseases) 
IT Epithelium 

(bronchial; lipoxins and lipoxin analogs for the modulation of airway 
inflammation in patients with cystic fibrosis and related diseases) 
IT Bronchi 

(epithelium; lipoxins and lipoxin analogs for the modulation of airway 
inflammation in patients with cystic fibrosis and related diseases) 

IT Respiratory tract, disease 

(inflammation; lipoxins and lipoxin analogs for the modulation of 
airway inflammation in patients with cystic fibrosis and related 
diseases) 

IT Receptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(lipoxin A4; lipoxins and lipoxin analogs for the modulation of airway 
inflammation in patients with cystic fibrosis and related diseases) 
IT Ant i- inflammatory agents 
Combination chemotherapy 
Cystic fibrosis 
Drug delivery systems 
Human 
Lymphocyte 
Macrophage 

Pseudomonas aeruginosa 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
IT Interleukin 8 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
IT Lipoxins 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
IT Lung 

(parenchyma; lipoxins and lipoxin analogs for the modulation of airway 
inflammation in patients with cystic fibrosis and related diseases) 
IT Inflammation 

(respiratory tract; lipoxins and lipoxin analogs for the modulation of 
airway inflammation in patients with cystic fibrosis and related 
diseases) 
IT 620973-06-0P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
RN 620973-06-0 

Absolute stereochemistry . 
Double bond geometry as shown. 
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IT 205176-29-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
IT 89663-86-5, Lipoxin A4 89663-86-5D, Lipoxin A4 , esters, amides, and 
derivs. 98049-69-5, Lipoxin B4 98049-69-5D, Lipoxin B4 , esters, 
amides, and derivs. 110657-98-2, Lipoxin A5 110657 -98 -2D, Lipoxin A5, 
esters, amides, and derivs. 110657-99-3, Lipoxin B5 110657 - 99-3D, 
Lipoxin B5, esters, amides, and derivs. 136781-63-0 136781-63-0D, 
esters, amides, and derivs. 171030-11-8 171030-11-8D, esters, amides, 
and derivs. 312516-13-5 312516-13 -5D, esters, amides, and derivs. 
811798-37-5 8 11798 -37 -5D , esters, amides, and derivs. 
RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
IT 405-78-7, (4 -Fluorophenoxy) acetyl chloride 54655-07-1 69739-34-0 
69963-77-5 811798-41-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases). 
IT 110569-10-3P 120295-68-3P 811798-43-3P 811798-44-4P 811798-49-9P 
811798 -50 -2P 811798 -52 -4P 811798 -55 -7P 8117 98 -59- IP 
811798-63-7P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(lipoxins and lipoxin analogs for the modulation of airway inflammation 
in patients with cystic fibrosis and related diseases) 
RN 811798-63-7 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CAPLUS COPYRIGHT 2005 ACS on STN 
2004:196485 CAPLUS 
140 :385675 

Novel 3 -Oxa Lipoxin A4 Analogues with Enhanced 
Chemical and Metabolic Stability Have 
Anti -inflammatory Activity in Vivo 
Guilford, William J.; Bauman, John G. 
Werner; Bauer, Shawn; Wei, Guo Ping; 
Schaefer, Caralee; Mallari, Cornell; 
Jennifer; Tseng, Jih-Lie; Shen, Jun; 
Babu; Schottelius, Arndt J.; Parkinson, John F. 
Departments of Medicinal Chemistry, Immunology, Animal 
Pharmacology and Pharmacokinetics and Drug Metabolism, 
Berlex Biosciences, Richmond, CA, 94804, USA 
Journal of Medicinal Chemistry (2004), 47(8), 
2157-2165 

CODEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB Lipoxin A4 (LXA4) is a structurally and functionally distinct natural 
product called an eicosanoid, which displays immunomodulatory and 
anti -inflammatory activity but is rapidly metabolized to inactive 
catabolites in vivo. A previously described analog of LXA4 , Me 
16- (4-f luorophenoxy) -5,6, 15-trihydroxy-7 , 9, 11, 13 -hexadecatetraenoate (2, 
ATLa) , was shown to have a poor pharmacokinetic profile after both oral 
and i.v. administration, as well as sensitivity to acid and light. The 
chemical stability of the corresponding E, E, E-trien- 11-yne analog, 3, was 
improved oyer 2 without loss of efficacy in the mouse air pouch model of 
inflammation. Careful anal, of the plasma samples from the 
pharmacokinetic assays for both 2 and 3 identified a previously undetected 
metabolite, which is consistent with metabolism by (3-oxidation The 
formation of the oxidative metabolites was eliminated with the 
corresponding 3 -dxatetraene, 4, and the 3 -oxatrien- 11-yne, 5, analogs of 
2. Evaluation of 3-oxa analogs 4 and 5 in calcium ionophore- induced acute 
skin inflammation model demonstrated similar topical potency and efficacy 
compared to 2. The 3 -oxatrien-ll-yne analog, 5, is equipotent to 2 in an 
animal model of inflammation but has enhanced metabolic and chemical 
stability and a greatly improved pharmacokinetic profile. 
Anti -inflammatory agents 
Dermatitis 
Inflammation 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) 
Neutrophil 

Polymorphonuclear leukocyte 

(infiltration; antiinflammatory oxa lipoxin A4 analogs with enhanced 
chemical and metabolic stability) 
Cell migration 

(neutrophil infiltration; antiinflammatory oxa lipoxin A4 analogs with 



IT 



IT 



IT 



10/780,024 



enhanced chemical and metabolic stability) 
IT 228549-33-5P 

RL:' BSU (Biological study, unclassified); PKT (Pharmacokinetics); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); USES (Uses) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) 
IT 685880-74-4P 686773 - 12 - 6P , ZK 994 

RL: PKT (Pharmacokinetics); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) 
IT 205176-29-0 685880-73-3 

RL: PKT (Pharmacokinetics); THU (Therapeutic use); BIOL (Biological 
study) ; USES (Uses) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) 
RN 685880-73-3 

Absolute stereochemistry. 
Double bond geometry as shown. 




IT 79-37-8, Oxalyl chloride 99-33-2, 3 , 5-Dinitrobenzoyl chloride 

128-08-5, N-Bromosuccinimide 405-79-8 1117-97-1 3615-41-6, Rhamnose 
4301-14-8, Ethynyl magnesium bromide 5292-43-3, tert-Butyl bromoacetate 
97514-88-0 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic * stability) 
IT 405-78-7P 161721-54-6P 524713-91-5P 524713-93-7P 524713-99-3P 

524714-02-1P 524714-03-2P 524714-04-3P 524714-05-4P 524714-06-5P 
524714-08-7P 524714-09-8P 524714-10-1P 524714-14-5P 524714-15-6P 
RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) 
IT 524714-11-2P 685880-75-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chemical and 
metabolic stability) ; 
REFERENCE COUNT: 30 THERE ARE 30 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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10 CAPLUS COPYRIGHT 2005 ACS on STN 
2003 : 689645 CAPLUS 
139:364711 

Synthesis of methyl (5S , 6R, 7E, 9E, 11Z, 13E, 15S) -16- (4- 
f luorophenoxy) -5, 6, 15-trihydroxy-7 , 9, 11, 13- 
hexadecatetraenoate, an analogue of 15R-Lipoxin A4 
Phillips, EifionD.; Chang, Hui-Fang; Holmquist, 
Christopher R. ; McCauley, John P. 

AstraZeneca R&D Wilmington, Department of Chemistry, 
Wilmington, DE, 19850, USA 

Bioorganic & Medicinal Chemistry Letters (2003) , 
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13(19), 3223-3226 

CODEN: BMCLE8; ISSN: 0960-894X 

PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

OTHER SOURCE(S): CASREACT 139:364711 

GI 



OH 




F I 



AB We describe a method for the synthesis of Me (5S, 6R, 7E, 9E, 11Z, 13E, 15S) -16- 
(4-f luorophenoxy) -5,6, 15- trihydroxy-7 , 9, 11, 13-hexadecatetraenoate (I) , a 
compound that has been described as a metabolically stable analog of 
15R-lipoxin A4 . The C12-C13 bond is formed via a cross -coupling reaction, 
and a selective reduction with an activated zinc alloy gives the C11-C12 cis 
double' bond. 

IT Reduction 

(stereoselective; synthesis of a f luorophenoxy lipoxin A4 analog via 
cis-reduction and cross-coupling) 
IT Asymmetric synthesis and induction 
Cross -coupling reaction 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis-reduction and 
cross -coupling) 
IT 620973-13-9P 

RL: PUR (Purification or recovery); RCT (Reactant) ; SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis-reduction and 
cross -coupling) 
IT 620973-15-1P 

RL: PUR (Purification or recovery); SPN (Synthetic preparation); PREP 
(Preparation) 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis-reduction and 
cross -coupling) 

IT 96-24-2 116-11-0 122-52-1, Triethylphosphite 371-41-5, 

p-Fluorophenol 533-67-5, 2 -Deoxy-D-ribose 688-73-3, Tri-n-butyltin 
hydride 2605-67-6 , Methyl ( triphenylphosphoranylidene) acetate 
14275-61-7, (E) -1,2-Bis ( tributylstannyl ) ethylene 35042-52-5 
54655-07-1, Lithium ( trimethylsilyl) acetylide 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis-reduction and 
cross -coupling) 

IT 405-90-3P 59769-38-9P 65236-75-1P, 3 , 4 - Isopropylidene -2 -deoxyribose 
67693-57-6P 76745-15-8P 84214-06-2P 97514-97-1P 102354-82-5P 
368886-33-3P 524714-06-5P 620973-06-0P 620973-07-1P 

620973-08-2P 620973-09-3P 620973-10-6P 620973-11-7P 620973-12-8P 
620973-14-0P 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis -reduction and 
cross -coupling) 
RN 620973-06-0 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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^OMe 



IT 171030-11-8DP, 15R-Lipoxin A4 , analogs 205176-29-0P 
RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(synthesis of a f luorophenoxy lipoxin A4 analog via cis-reduction and 
cross -coupling) 

REFERENCE COUNT: 29 THERE ARE 2 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 135:330314 

TITLE: Lipoxin A4 and aspirin- triggered 15-epi-lipoxin A4 

antagonize TNF-a-stimulated neutrophil- 
enterocyte interactions in vitro and attenuate 
TNF-ct- induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo 
Goh, Jason; Baird, Alan W.; O'Keane, Conor; William, 
R.; Watson, G.; Cottell, David; Bernasconi, Giovanni; 
Petasis, Nicos A.; Godson, Catherine; Brady, Hugh R. ; 
MacMathuna, Padraic 

Departments of Gastroenterology, Mater Misericordiae 
Hospital, University College Dublin, Dublin, Ire. 
Journal of Immunology (2001) , 167 (5) , 2772-2780 
CODEN: JOIMA3; ISSN: 0022-1767 
American Association of Immunologists 
Journal 
English 

Lipoxins (LXs) are lipoxygenase-derived eicosanoids and putative 
endogenous braking signals for inflammation in the gastrointestinal tract 
and other organs. Aspirin triggers the production of 15-epimers during 
cell-cell interaction in a cytokine-primed milieu, and aspirin- triggered 
15-epi-5 (S) , 6 (R) , 15 (S) - trihydroxy-7 , 9 , 13 -trans- 11-cis -eicosatetraenoic 
acid (15-epi-LXA4) may contribute to the bioactivity profile of this 
prototype nonsteroidal anti- inflammatory drug in vivo. We determined the 
effect of LXA4, 15 - (R/S) -methyl- 11 , 12 -dehydro-LXA4 Me ester 
(15- (R/S) -methyl -LXA4) , and stable analogs of LXA4 on TNF-a- 
stimulated neutrophil-enterocyte interaction in vitro and 



AUTHOR (S) 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 
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TNF-a-stimulated chemokine release, changes in mucosal architecture, 
and enterocyte apoptosis in cytokine-activated intact human colonic mucosa 
ex vivo. LXA4, 15- (R/S) -epi-LXA4 , and 16 -phenoxy- 11 , 12 -dehydro- 
17, 18, 19, 20-tetranor-LXA4 Me ester ( 16 -phenoxy -LXA4 ) inhibited 
TNF-a-stimulated neutrophil adherence to epithelial monolayers at 
nanomolar concns . In parallel expts. involving human colonic mucosa ex 
vivo, LXA4 potently attenuated TNF-a-stimulated release of the C-X-C 
chemokine IL-8, and the C-C chemokines monocyte -chemoattractant protein-1 
(MCP-1) and RANTES. Exposure of strips of normal human colonic mucosa to 
TNF-a induced disruption of mucosa architecture and enhanced 
colonocyte apoptosis via a caspase-3 -independent mechanism. Prior 
exposure of the mucosa strips to 15- (R/S) -methyl -LXA4 attenuated 
TNF-a-stimulated colonocyte apoptosis and protected the mucosa 
against TNF-a- induced mucosal damage. In aggregate, our data 
demonstrate that lipoxins and aspirin- triggered 15-epi-LXA4 are potent 
antagonists of TNF-a-mediated neutrophil -enterocyte interactions in 
vitro, attenuate TNF-a-triggered chemokine release and colonocyte 
apoptosis, and are protective against TNF-a-induced morphol . 
disruption in human colonic strips ex vivo. Our observations further 
expand the anti- inflammatory profile of these lipoxygenase -derived 
eicosanoids and suggest new therapeutic approaches for the treatment of 
inflammatory bowel disease. 
IT Intestine 

(colon, mucosa; lipoxin A4 and aspirin-triggered epi-lipoxin A4 
antagonize TNF-a-stimulated neutrophil -enterocyte interactions in 
vitro and attenuate TNF-a-induced chemokine release and 
colonocyte apoptosis in human intestinal mucosa ex vivo) 
IT Intestine 

(enterocyte; lipoxin A4 and aspirin- triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a-induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT Apoptosis 

Cell adhesion 
. Neutrophil 

(lipoxin A4 and aspirin-triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a-induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT Lipoxins 

Tumor necrosis factors 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(lipoxin A4 and aspirin-triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a-induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT Interleukin 8 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 

(Biological study) ; PROC (Process) 

(lipoxin A4 and aspirin-triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a-induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT Monocyte chemoattractant protein-1 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 

(Biological study) ; PROC (Process) 

(lipoxin A4 and aspirin-triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a-induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT RANTES (chemokine) 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
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(Biological study) ; PROC (Process) 

(lipoxin A4 and aspirin- triggered epi-lipoxin A4 antagonize 
TNF-ot- stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF-a- induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
IT 89663-86-5, Lipoxin A4 171030-11-8, 15 -epi -Lipoxin A4 
171030-17-4 193279-90-2 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(lipoxin A4 and aspirin- triggered epi-lipoxin A4 antagonize 
TNF-a-stimulated neutrophil -enterocyte interactions in vitro and 
attenuate TNF -a -induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo) 
RN 171030-17-4 

Absolute stereochemistry. 
Double bond geometry as shown. 



MeO (CH2)3 





OPh 
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1998 : 180829 CAPLUS 
128:252973 

Lipoxin compounds and their use in treating cell 

proliferative disorders 

Serhan, Charles N. 

Brigham & Women's Hospital, USA 

PCT Int. Appl., 109 pp. 

CODEN: PIXXD2 

Patent 

English 

4 
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20001123 


PRIORITY APPLN. 


INFO 












US 1996- 


712610 


A 19960913 


















US 1993- 


77300 


B2 19930615 


















US 1994- 


260030 


A3 19940615 



10/780,024 



US 1995-453125 
AU 1997-42710 
WO 1997-US16342 



A2 19950531 
A3 19970915 
W 19970915 



GI 




HO OH 



Me 




Me OH 



Me 



I 



AB Lipoxin analogs, e.g., I, having the active site of natural lipoxins but a 
longer tissue half -life, are prepared Thus, I was prepared via reaction of 
3-methyl-3- (trimethylsilyloxy) -1 -bromo-l-octene with (7E, 9E, 5S, 6R) -Me 
5, 6-bis (tert-butyldimethylsilyloxy) -7, 9-dodecadien-ll-ynoate in benzene 
containing propylamine and Pd(PPh3)4 and treating the product with BuN4Fin 
THF. In particular, 15-epi-lipoxins and their use in ameliorating 
undesired cell proliferation, which characterizes diseases such as cancer, 
are also disclosed. The prepared compds. inhibited neutrophil adhesion to 
endothelial cells and their transmigration on epithelial cells. Among the 
prepared compds., those with acetylenic groups were more stable than others; 
also the compound that lacked a 15-OH group showed no biol . activity. 
[14, 15-3H] LXA4 was prepared and its specific binding to promyelocytic cells 
(HL-60) was compared with that of [14 , 15-3H] LTB4 and the results are 
essentially in agreement with values recently reported by Harada (1991) . 
Bioassays of prepared compds. were also carried out. 

IT Receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(lipoxin; preparation of lipoxin analogs for treating cell proliferative 
disorders) 
IT Structure-activity relationship 



(neutrophil adhesion-inhibiting; preparation of lipoxin analogs for treating 
cell proliferative disorders) 



IT Cell proliferation 
Neutrophil 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT Lipoxins 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT 89663-86-5, Lxa4 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT 163343-89-3P 193279-90-2P 193279-91-3P 193279-96-8P 193611-38-OP 
193611-62-OP 193611-71-1P 193611-76-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; PRP (Properties) ; SPN (Synthetic preparation) ; THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
RN 193611-76-6 

Absolute stereochemistry. 



10/780,024 

Double bond geometry as shown. 



O OH 




OH OH 



IT 205121-65-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT 9001-87-0, Phospholipase D 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT 82515-35-3 110569-10-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
IT 205121-64-8P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of lipoxin analogs for treating cell proliferative disorders) 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1997:492901 CAPLUS 
127 :156724 

Lipoxin compounds, and preparation thereof, for 
modulation of inflammation related to columnar 
epithelia 
Madara, James 
USA 

U.S., 19 pp., 
abandoned . 
CODEN: USXXAM 
Patent 
English 
3 



L.; Serhan, Charles N . ; Colgan, Sean P. 
Cont . -in-part of U.S. Ser. No. 84,311, 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 


5650435 


A 


19970722 


us 


1994 


-268049 




19940629 


us 


6100296 


A 


20000808 


US 


1997 


-806278 




19970225 


us 


6329425 


Bl 


20011211 


US 


1997 


-955860 




19971021 


us 


6177468 


Bl 


20010123 


US 


2000 


-496717 




20000202 


us 


2002045579 


Al 


20020418 


US 


2001 


-972419 




20011005 


us 


6458839 


B2 


20021001 












us 


2003060512 


Al 


20030327 


US 


2002 


-253316 




20020924 


us 


6699905 


B2 


20040302 












us 


2004151712 


Al 


20040805 


us 


2004 


-762388 




20040122 


aTY APPLN. INFO. : 






us 


1991 


-677388 


B2 


19910401 










us 


1991 


-748349 


B2 


19910822 










us 


1993 


-84311 


B2 


19930629 










us 


1994 


-268049 


A3 


19940629 










us 


1997 


-806278 


A3 


19970225 










us 


1997 


-955860 


Bl 


19971021 










us 


2001 


-972419 


A3 


20011005 



10/780,024 



US 2002-253316 Al 20020924 

AB Pharmaceutical compns . containing lipoxin compds . and therapeutic uses for the 
compds. in treating or preventing a disease or condition associated with 
columnar epithelial inflammation are provided. Also disclosed are methods 
for screening for compds. useful in preventing columnar epithelial 
inflammation. The compds. include lipoxin A4 and analogs thereof. 
Compds. were tested for their ability to inhibit neutrophil transmigration 
on epithelial cells.. Preparation of lipoxin compds. is also described. 
IT Biliary tract 

(bile duct, epithelium; lipoxin compds., and preparation thereof, for 
modulation of inflammation related to columnar epithelia) 
IT Pancreas 
Pancreas 

(duct, epithelium; lipoxin compds., and preparation thereof, for modulation 
of inflammation related to columnar epithelia) 
IT Digestive tract 

(epithelium, intestinal epithelium; lipoxin compds., and preparation 
thereof, for modulation of inflammation related to columnar epithelia) 
IT Bladder 

Gallbladder 

Intestine 

Kidney 

Lung 

Stomach 

Testis 

Thyroid gland 
Trachea (anatomical) 

(epithelium; lipoxin compds., and preparation thereof, for modulation of 
inflammation related to columnar epithelia) 
IT Liver 

(hepatocyte; lipoxin compds., and preparation thereof, for modulation of 
inflammation related to columnar epithelia) 
IT Ant i- inflammatory agents 
Antidiuretics 
Epithelium 

(lipoxin compds., and preparation thereof, for modulation of inflammation 

related to columnar epithelia). 
IT Neutrophil 

Polymorphonuclear leukocyte 

(migration; lipoxin compds., and preparation thereof, for modulation of 

inflammation related to columnar epithelia) 
IT Structure-activity relationship 

(neutrophil transmigration- inhibiting; lipoxin compds., and preparation 

thereof, for modulation of inflammation related to columnar epithelia) 
IT Toxins 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(pertussis; lipoxin compds., and preparation thereof, for modulation of 
inflammation related to columnar epithelia) 
IT 53-86-1, Indomethacin 62996-74-1, Staurosporine 84477-87-2, H7 

94292-83-8, 11-trans-Lipoxin A4 98049-69-5, Lipoxin B4 118414-82-7, 
MK886 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(lipoxin compds., and preparation thereof, for modulation of inflammation 
related to columnar epithelia) 
IT 193279-90-2P 193279-91-3P 193611-62-OP 193611-71-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(lipoxin compds., and preparation thereof, for modulation of inflammation 
related to columnar epithelia) 
IT 89663-86-5, Lipoxin A4 89663-86-5D, Lipoxin A4 , analogs 161718-18-9 



10/780, 024 



161718-19-0 161718-20-3 161718-25-8 161718-26-9 161718-27-0 
163343-88-2 163343-89-3 189005-34-3 193279-89-9 193279-92-4 
193279-93-5 193279-94-6 193279-95-7 193279-96-8 
193611-38-0 193611-66-4 193611-76-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) / BIOL (Biological study) ; USES 
(Uses) 

(lipoxin compds., and preparation thereof, for modulation of inflammation 
related to columnar epithelia) 
RN 193279-93-5 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 193611-76-6 

Absolute stereochemistry. 
Double bond geometry as shown. 




IT 193279-97-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction; lipoxin compds . , and preparation thereof, for 

modulation of inflammation related to columnar epithelia) 
IT 110569-10-3 161718-32-7 161718-33-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction; lipoxin compds., and preparation thereof, for modulation of 

inflammation related to columnar epithelia) 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1995:875227 CAPLUS 
124 :213 

Design of Lipoxin A4 Stable Analogs That Block 
Transmigration and Adhesion of Human Neutrophils 
Serhan, Charles N. ; Maddox, Jane F.; Petasis, Nicos 
A.; Akritopoulou-Zanze, Irini; Papayianni, Aikaterina; 
Brady, Hugh R. ; Colgan, Sean P.; Madara, James L. 
Center for Experimental Therapeutics and Reperfusion 
Injury, Brigham and Women's Hospital, Boston, MA, 
02115, USA 

Biochemistry (1995), 34(44), 14609-15 

CODEN: BICHAW; ISSN: 0006-2960 

American Chemical Society 

Journal 

English 



10/780,024 



AB Lipoxins (LX) are bioactive eicosanoids that carry a tetraene structure 

and serve as regulators of inflammation, in part by inhibiting neutrophil 
migration and adhesion. Lipoxin A4 is rapidly regulated by conversion to 
inactive LX metabolites via local metabolism that involves dehydrogenation as 
the predominant route. Here, several LXA4 analogs were designed that 
resisted rapid conversion by both differentiated HL-60 cells and 
recombinant 15-hydroxyprostaglandin dehydrogenase, systems where native 
LXA4 is degraded within minutes. The rank order of conversion by 
recombinant dehydrogenase was LXA4 Me ester > PGE2 « PGE2 Me ester 
> LXA4 >>> the novel LXA4. analogs . In addition, 15 (R/S) -methyl -LXA4 , 
15-cyclohexyl-LXA4 , and 16-phenoxy-LXA4 proved to retain LXA4 bioactivity 
and inhibited neutrophil transmigration across polarized epithelial cell 
monolayers as well as adhesion to vascular endothelial cells. These 
results indicate that LXA4 analogs can be designed using these criteria to 
resist rapid transformation and to retain biol . actions of native LXA4 . 
Moreover, the results suggest that LXA4 stable analogs can be useful tools 
both in vitro and in vivo to evaluate LXA4 actions and therapeutic 
potential. 

IT Macrophage 

Molecular structure-biological activity relationship 
Neutrophil 

(design of lipoxin A4 stable analogs that block transmigration and 
adhesion of human neutrophils) 
IT 89663-86-5, Lipoxin A4 161718-11-2 161718-19-0 171030-12-9 
171030-15-2 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process) ; BSU (Biological study, unclassified) / BIOL (Biological study) ; 
PROC (Process) 

(design of lipoxin A4 stable analogs that block transmigration and 
adhesion of human neutrophils) 
IT 9030-87-9, 15 -Hydroxyprostaglandin dehydrogenase 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(design of lipoxin A4 stable analogs that block transmigration and 
adhesion of human neutrophils) 
IT 97643-35-1 161718-26-9 161718-29-2 171030-11-8 171030-13-0 
171030-14-1 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(design of lipoxin A4 stable analogs that block transmigration and 
adhesion of human neutrophils) 
IT 161718-28-1P 171030-16-3P 171030-17-4P 

RL: BPR (Biological process); BSU (Biological study, unclassified); SPN 
(Synthetic preparation) ; BIOL (Biological study) ; PREP (Preparation) ; PROC 
(Process) 

(design of lipoxin A4 stable analogs that block transmigration and 
adhesion of human neutrophils) 
RN 171030-17-4 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH OH 
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124 :8499 

Lipoxin compounds 

Serhan, Charles N. 

Brigham and Women's Hospital, USA 
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Patent 
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PATENT NO. 
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B2 
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Al 
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Uo 
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B2 


20031125 
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2001 
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us 


2002111505 


Al 


20020815 


US 


2001 


-968445 


20011001 


us 


6569075 


B2 


20030527 










us 


2003032827 


Al 


20030213 


us 


2002 


-175268 


20020619 


us 


6620919 


B2 


20030916 










us 


2003134901 


Al 


20030717 


us 


2002 


-307811 


20021202 


us 


6635776 


B2 


20031021 










us 


6887901 


Bl 


20050503 


us 


2003 


-391228 


20030318 


us 


2005148668 


Al 


20050707 


us 


2 005 


-40605 


20050121 
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us 
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-77300 


B2 19930615 










us 


1994 


-260030 


A3 19940615 










us 


1995 


-453125 


A2 19950531 










us 


1996 


-712610 


A3 19960913 










AU 


1997 


-42710 


A3 19970915 










us 


1999 


-309423 


Al 19990511 










us 


2001 


-803347 


Bl 20010309 










us 


2001 


-803549 


Bl 20010309 










us 


2001 


-968445 


Al 20011001 










us 


2003 


-391228 


A3 20030318 



OTHER SOURCE(S): MARPAT 124:8499 

AB Compds. having the active site of natural lipoxins, but a longer tissue 
half -life are disclosed. These mols. are useful for treating 
vasoconstrictive, inflammatory, myeloid suppressive, cardiovascular, and 
gastrointestinal diseases. 

IT Inflammation inhibitors 
Vasodilators 

(lipoxin analogs with longer tissue half-life) 

IT Cell proliferation 

(stimulants; lipoxin analogs with longer tissue half-life) 

IT Eicosanoids 

RL: PNU (Preparation, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(lipoxins, stimulants; lipoxin analogs with longer tissue half -life) 
IT 110569-10-3 161718-32-7 163343-87-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(lipoxin analogs with longer tissue half-life) 
IT 161718-28-1P 161718-30-5P 163343-86-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(lipoxin analogs with longer tissue half-life) 



10/780, 024 



163343-88-2P 



IT 161718-10-1P 161718-11-2P 161718-12-3P 161718-13-4P 
161718 -14 -5P 161718 -15-6P 161718 -17 -8P 161718 -18 -9P 
161718-19-OP 161718-21-4P 161718-22-5P 161718-24-7P 
161718-25 -8P 161718 -26-9P 161718-29-2P 161718 -31 -6P 
163343-89-3P 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(lipoxin analogs with longer tissue half-life) 
RN 161718-14-5 



OH OH OH 

I I I 

PhO- CH 2 - CH- CH= CH- C= C~ CH= CH- CH= CH- CH- CH- ( CH 2 ) 3 ~ C0 2 H 



RN 161718-21-4 

O OH OH OH 

II I I I 

MeO- C- ( CH 2 ) 3 - CH— CH~ CH— CH- CH= CH— C^ C~ CH= CH— CH~ CH 2 ~ OPh 
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Patent 
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JP, KP, 
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RU, SD, 
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CA 
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AA 
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CA 
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CA 


2448302 




AA 
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19940615 


AU 


9471109 




Al 
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AU 1994- 
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19940615 


AU 


692453 




B2 
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EP 
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Al 


19960403 


EP 1994- 


920241 




19940615 




R: AT, BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IE, 


IT, LI, 


LU, 


MC, NL, PT, 


JP 
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T2 


19961217 


JP 1995- 


502216 




19940615 


AU 


765343 




B2 


20030918 


AU 2000- 


71775 




20001123 


JP 


2005089472 




A2 


20050407 


JP 2004- 


328235 
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JP 
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JP 2004- 
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US 1993- 


77300 




A 19930615 












CA 1994- 


2164951 




A3 19940615 












JP 1995- 


502216 




A3 19940615 












WO 1994- 


US6822 




W 19940615 












AU 1997- 


42710 




A3 19970915 



OTHER SOURCE (S) : 
GI 



MARPAT 122:314353 



10/780, 024 



HO OH 

.C0 2 H 




AB Compds. having the active site of natural lipoxins, but a longer tissue 
half-life, in particular I [R = H, Me; Rl = pentyl, cyclohexyl, CH20Ph] 
and their 11, 12-didehydro analogs are disclosed. These small mols. are 
useful for treating vasoconstrictive, inflammatory, myeloid suppressive, 
cardiovascular, and gastrointestinal diseases. Thus, I inhibited 
neutrophil adhesion to endothelial cells and polymorphonuclear cell 
adhesion to endothelial cells triggered by leukotriene B4 . lHe acetylenic 
analogs of I were more stable than I . 

IT Inflammation inhibitors 

(analogs; lipoxin analogs with longer tissue half -life) 

IT Receptors 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study) ; PROC (Process) 

(lipoxin, analogs; lipoxin analogs with longer tissue half-life) 
IT Eicosanoids 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; IMF (Industrial manufacture) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(lipoxins, analogs; lipoxin analogs with longer tissue half-life) 

IT 148892-86-8 148892-87-9 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 
(formation of lipoxin metabolites) 

IT 161718-10-1P 161718-11-2P 161718-12-3P 161718-13-4P 
161718-14-5P 161718-15-6P 161718-21-4P 161718-22-5P 
1617 18 -2 9 -2P 161718 -3 1-6P 163 343- 88 -2P 16334 3- 89 -3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; IMF (Industrial manufacture) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(lipoxin analogs with longer tissue half-life) 
RN 161718-14-5 



OH OH OH 

I I I 

PhO- CH 2 ~ CH- CH= CH- C= C~ CH= CH~ CH= CH~ CH~ CH~ (CH 2 ) 3 ~ C0 2 H 



RN 161718-21-4 



0 OH OH OH 

II I I I 

MeO- C- (CH 2 ) 3 - CH— CH- CH= CH~ CH= CH— C^ C~ CH= CH~ CH~ CH 2 ~ OPh 



IT 161718-28-1P 161718-30-5P 163343-86-0P 



10/780, 024 



IT 



IT 



RL: IMF (Industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(lipoxin analogs with longer tissue half-life) 
161718-17-8P 161718-18-9P 161718-19-OP 161718-20-3P 161718-24-7P 
161718-25 -8P 161718 -2 6-9P 161718 -2 7 -OP 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(lipoxin analogs with longer tissue half-life) 
110569-10-3 161718-32-7 16334 3-87-1 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(lipoxin analogs with longer tissue half-life) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1995:435841 CAPLUS . 
122:205187 

Lipoxin compounds for modulation of inflammation of 
columnar epithelia 

Madara, James L . ; Serhan, Charles N.; Colgan, Sean P. 

Brigham and Women's Hospital, USA 

PCT Int. Appl . , 60 pp. 

CODEN: PIXXD2 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



WO 9501179 
W: AT, 

JP, 
RU, 
RW: AT, 
AU 9472152 
US 2002045579 
US 6458839 
PRIORITY APPLN. INFO. 



AU, 
KP, 
SD, 
BE, 



BB, 
KR, 
SE, 
CH, 



Al 
BG, 
KZ, 
SK, 
DE, 
Al 
Al 
B2 



19950112 
BR, BY, CA, 
LK, LU, LV, 
UA, UZ, VN 
DK, ES, FR, 
19950124 
20020418 
20021001 



APPLICATION NO. 

WO 1994-US7333 
CH, CN, CZ, DE, DK, 
MG, MN, MW, NL, NO, 

GB, GR, IE, IT, LU, 
AU 1994-72152 
US 2001-972419 



DATE 



US 
WO 
US 



1993- 84311 

1994- US7333 
1997-955860 



ES, 
NZ, 

MC, 



19940629 
FI, GB, HU, 
PL, PT, RO, 

NL, PT, SE 
19940629 
20011005 



A 
W 
XX 



19930629 
19940629 
19971021 



OTHER SOURCE (S) : 
AB 



MARPAT 122:205187 

A pharmaceutical composition for treating or preventing a disease or condition 
associated with columnar epithelial inflammation or with abnormal 
transportation of fluids, electrolytes, or nutrients by a columnar 
epithelium contains lipoxin A4 or its analogs. Columnar epithelium is an 
epithelium of the intestine, kidney, stomach, liver, thyroid, trachea, 
lung, gall bladder, urinary bladder, bile duct, pancreatic duct, or 
testicle . 
IT Inflammation inhibitors 

(lipoxin compds. as inflammation inhibitors for columnar epithelia) 
IT Epithelium 

(columnar, inflammation; lipoxin compds. as inflammation inhibitors for 
columnar epithelia) 
IT 161718-28-1P 161718-29-2P 161718-30-5P 161718-31-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(lipoxin compds. as inflammation inhibitors for columnar epithelia) 
IT 89663-86-5, Lipoxin A4 89663-86-5D, Lipoxin A4 , analogs 94292-83-8, 
11-trans-Lipoxin A4 98049-69-5, Lipoxin B4 161718-10-1 161718-11-2 
161718-12-3 161718-13-4 161718-14-5 161718-15-6 

161718-16-7 161718-17-8 161718-18-9 161718-19-0 161718-20-3 
161718-21-4 161718-22-5 161718-23-6 161718-24-7 
161718-25-8 161718-26-9 161718-27-0 



10/780, 024 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(lipoxin compds. as inflammation inhibitors for columnar epithelia) 
RN 161718-14-5 



OH OH OH 

I I I 

PhO- CH 2 - CH- CH= CH- C= C~ CH= CH~ CH= CH~ CH— CH- (CH 2 ) 3 ~ CO2H 



RN 161718-21-4 



0 OH OH OH 

II I I I 

MeO- C- ( CH 2 ) 3 - CH- CH- CH= CH~ CH= CH- C= C~ CH= CH- CH- CH 2 ~ OPh 



IT 107-10-8, n- Propylamine, reactions 142-61-0, Hexanoyl chloride 

85216-69-9 110569-10-3 161718-32-7 161718-33-8 161718-34-9 
161718-36-1 161718-37-2 161718-40-7 161718-41-8 161718-43-0 
161718-44-1 161718-48-5 161718-49-6 161718-50-9 161814-27-3 
161814-28-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of lipoxin compds. as inflammation inhibitors for columnar 
epithelia) 

IT 161718-11-2P 161718-35-OP 161718-38-3P 161718-39-4P 161718-42-9P 
161718 -46 -3P 161718 -4 7 -4P 161814 -26-2P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of lipoxin compds. as inflammation inhibitors for columnar 
epithelia) 



=> => d his 



(FILE 1 HOME 1 ENTERED AT 11:45:52 ON 17 NOV 2005) 

FILE 'REGISTRY' ENTERED AT 11:47:08 ON 17 NOV 2005 

LI SCREEN 1006 AND 1015 

L2 STRUCTURE UPLOADED 

L3 QUE L2 AND LI 

L4 8 S L3 FUL 

FILE 'CAPLUS' ENTERED AT 11:50:03 ON 17 NOV 2005 

L5 10 S L4 



FILE 'REGISTRY' ENTERED AT 12:09:24 ON 17 NOV 2 005 



L6 STRUCTURE UPLOADED 

L7 QUE L6 

L8 0 S L7 FUL 

L9 SCREEN 1015 

L10 STRUCTURE UPLOADED 

Lll QUE L10 AND L9 

L12 0 S Lll FUL 



=> => d his 



(FILE 'HOME' ENTERED AT 14:53:36 ON 22 NOV 2005) 
FILE 'REGISTRY' ENTERED AT 14:54:01 ON 22 NOV 2005 



10/780, 024 



LI 




SCREEN 1006 AND 1015 


L2 




STRUCTURE UPLOADED 


L3 




QUE L2 AND LI 


L4 


0 


S L3 FUL 


L5 




SCREEN 1006 AND 1015 


L6 




STRUCTURE UPLOADED 


L7 




QUE L6 AND L5 


L8 


0 


S L7 FUL 


L9 




SCREEN 1015 


L10 




STRUCTURE UPLOADED 


Lll 




QUE L10 AND L9 


L12 


0 


S Lll FUL 


L13 




STRUCTURE UPLOADED 


L14 




QUE LI 3 


L15 


0 


S L14 FUL 



= > 



C: \Program Files\Stnexp\Queries\l0782024p . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 23 
chain bonds : 

1-2 1-23 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 
13-20 14-15 14-19 15-16 
exact /norm bonds : 

1- 2 1-23 4-17 13-20 14-19 
exact bonds : 

2- 3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 14-15 15-16 



G1:0,S,N,X 
G2:0,S,NH 
Match level : 

l:Atom 2: CLASS 3 : CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8: CLASS 9: CLASS 10: CLASS 
11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 16: CLASS 17: CLASS 19: CLASS 20: CLASS 
2 3 : Atom 



O:\Program Files\Stnexp\Queries\10782024 . str 



n 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 13-20 

14-15 14-19 15-16 
exact/norm bonds : 

4-17 13-20 14-19 
exact bonds : 

1-2 2-3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 14-15 15-16 



G1:0,S,N,X 
G2 :0, S,NH 
Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8: CLASS 9: CLASS 10: CLASS 
11: CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:CLASS 19:CLASS 20:CLASS 



G: \Program Files\Stnexp\Queries\ 10780024a : str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 15 16 17 
ring nodes : 

13 14 19 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 
ring bonds : 

13-14 13-19 14-19 
exact/norm bonds : 

4-17 13-14 13-19 14-19 
exact bonds : 

1-2 2-3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 



G1:0,S,N,X 
Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5 : CLASS 6: CLASS 7 : CLASS 8: CLASS 9: CLASS 10: CLASS 
11:CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:CLASS 19:Atom 



G : \ Program Files\Stnexp\Queries\10780024b . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 15 16 17 22 
ring nodes : 

13 14 19 20 21 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 
20-22 
ring bonds : 

13- 14 13-21 14-19 19-20 20-21 
exact /norm bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 13-21 

14- 15 14-19 15-16 19-20 20-21 20-22 



G1:0, S,N,X 
G2 :0, S,NH 
Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5 : CLASS 6 : CLASS 7: CLASS 8: CLASS 9: CLASS 10: CLASS 
11: CLASS 12: CLASS 13: CLASS 14 : CLASS 15: CLASS 16: CLASS 17: CLASS 19: Atom 20: Atom 
21: Atom 22: CLASS 



G: \ Program Files\Stnexp\Queries\10780024c . str 




chain nodes 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 13-20 

14-15 14-19 15-16 
exact/norm bonds : 

4-17 13-20 14-19 15-16 
exact bonds : 

1-2 2-3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 14-15 



G1:0,S,N,X 
G2:0,S,NH 
Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8 : CLASS 9 : CLASS 10: CLASS 
11:CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:CLASS 19:CLASS 20:CLASS 
Generic attributes : 
16 : 

Type of chain : Branched 



G: \ Program Files\Stnexp\Queries\10782024d. str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 15 16 17 
ring nodes : 

13 14 19 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 
ring bonds : 

13-14 13-19 14-19 
exact/norm bonds : 

1- 2 4-17 13-14 13-19 14-19 
exact bonds : 

2- 3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 



G1:0,S,N,X 
Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5 : CLASS 6: CLASS 7 : CLASS 8: CLASS 9 : CLASS 10: CLASS 
11: CLASS 12: CLASS 13 : CLASS 14: CLASS 15: CLASS 16: CLASS 17: CLASS 19: Atom 



G : \ Program Files\Stnexp\Queries\10782024e . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 13-20 
14-15 14-19 15-16 
exact/norm bonds : 

1- 2 4-17 13-20 14-19 15-16 
exact bonds : 

2- 3 3-4 4-5 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 14-15 



G1:0, S, N,X 
G2:0,S,NH 



Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7 : CLASS 8: CLASS 9 : CLASS 10: CLASS 
11: CLASS 12: CLASS 13: CLASS 14 : CLASS 15: CLASS 16: CLASS 17: CLASS 19: CLASS 20: CLASS 
Generic attributes : 
16: 

Type of chain : Branched 



G : \Program Files\Stnexp\Queries\10782024f . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 15 16 17 22 
ring nodes : 

13 14 19 20 21 
chain bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 14-15 15-16 
20-22 
ring bonds : 

13- 14 13-21 14-19 19-20 20-21 
exact /norm bonds : 

1-2 2-3 3-4 4-5 4-17 5-6 6-7 7-8 8-9 9-10 10-11 11-12 12-13 13-14 13-21 

14- 15 14-19 15-16 19-20 20-21 20-22 



G1:0,S,N,X 
G2:0,S,NH 
Match level : 

l:Atom 2: CLASS 3 : CLASS 4: CLASS 5: CLASS 6: CLASS 7 : CLASS 8 : CLASS 9: CLASS 10: CLASS 
11:CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:CLASS 19:Atom 20:Atom 
21: Atom 22: CLASS 



